IREYES#HE www.shengwuyixue.com Progress in Modern Biomedicine Vol17 NO.5 FEB.2017 - 835 -

doi: 10.13241/j.cnki.pmb.2017.05.008

Oy o AP BE g B - OMILB i A-RETE B iy D U RLRIRF 52
TEHED X OFET OHAHS M B XNEA' B P EEH? Twr®
(1 PEPa R 2y mI 25 R T B o A8 71200052 BEFG R EZ K2 B &8 712046;
3 SRV BE R EF 2B 20 2 ol e 35 % 710032)

BE B AR T H SRR 5T Wbk o B3 2 4045 09 4R 37 4E A R AR R ALH . T3k R R4 STZ Jm 3 06 S 48 4 #H i A
HF AR AR LS AT ARA BAAR ST R & P KA ZACS T H 10,20 #2 30 mg-kg'), B4 10 R, FEb
Hph b B S Uk fn B AR A M ) AR P o b A o Bl KR ) S B -3 72 G 0 LA (LDH F= CK-MB) | w5 42 8 AL R
AMPK BRI BEBR 0 T K B 45 7 R 4 ) 4B R () AR N e e o iR KT BRI B AR 0L, ST R ARSI s
FaEiE 7] b LAE 5, 4% LDH F» CK-MB /K-F , /& MDA K-F . B &,E LI T B a8 AMPK & &5k, R
AMPK %5 5-H474] %) Compound C #74] AMPK J& ,LDH K-F 255+ &, & T K 0 SIURPAE R RIS . il o T H BRIP4
STt B o B IE B , AU T A 2 it AMPK 43 5@ 8%,

KET w7 H MRS5S WUk f B3 2 ; AMPK

RE %S R-33;R587.2;R541.4;R285.5 XEAHRIRAG:A XEHS:1673-6273(2017)05-835-04

Protective Effects and Possible Mechanism of Xinning Pill on Myocardial
Ischemia Reperfusion Injury in Diabetes Mouse Model*

SHI Zhi-hui', LIU Yang’, XIAO Hui-mir’, HE Yuée’, LIU Hai-yue', YANG Xv’, TANG Zhi-shi, WANG Si-wang**

(1 Shaanxi jun bisazza pharmaceutical co., LTD, Xianyang, Shaanxi, 712000, China; 2 Shaanxi university of traditional Chinese
medicine, Xianyang, Shaanxi, 712046, China; 3 The Fourth Military Medical University, College of Pharmacy, New drug research and
development center, Xi'an, Shaanxi, 710032, China)

ABSTRACT Objective: To study the protective effects and possible mechanism of Xinning Pill on myocardial ischemia reperfusion
injury in diabetes mouse. Methods: Intraperitoneal injected STZ accompany with high fat and high sugar diet was used to induce type 2
diabetes mouse model. The mice were randomly divided into sham group, model group and Xinning Pill group (10, 20 and 30 mg-kg™),
and 10 mice in every group. On this basis, the myocardium ischemia and reperfusion model was developed. Fasting blood glucose and
blood fats were measured. The LDH and CK-MB levels, infarct area, and phosphorylation levels were tested after myocardium ischemia
and reperfusion. Results: Xinning Pill could inhibit the levels of blood glucose and blood lipids, alleviate insulin resistance. Xinning Pill
also could alleviate infarct area, decrease the levels of LDH, CK-MB and MDA which rose by myocardium ischemia and reperfusion. We
also found that Xinning Pill induced the phosphorylation levels of AMPK. The protective effect of Xinning Pill was abolished by AMPK
inhibitor (Compound C). Conclusions: Xinning Pill can protect myocardial ischemia reperfusion injury in diabetes mouse model, and the
possible mechanism might be through AMPK pathway.
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Table 1 Effect of Xinning Pill on the levels of fasting blood glucose and fasting blood insulin

Groups Fasting blood glucose (mmol/L) Fasting blood insulin (ng/mL) HOMA-IR

Control 6.28+ 1.22 0.64+ 0.12 5.92+ 0.99
Diabetes group 22.89+ 1.82% 2.49+ 0.17% 36.46% 1.54%
Xinning Pill (10 mg-kg™) 19.38+ 1.13* 1.87+ 0.19%* 21.29+ 1.89%*

Xinning Pill (20 mg-kg™) 16.27+ 1.35%*&

Xinning Pill (30 mg-kg™) 947+ 1.46%* ¢

1.67+ 0.26%* 16.37+ 1.78**&&

1.21+ 0.23%*¢ 8.94% 1.78%*: ¢

Note: #P<0.01, compared with the control group; *P<0.05, **P<0.01, compared with the diabetes group; “P<0.05, **P<0.01, compared with the Xinning

Pill (10 mg-kg") ; “ * P<0.01, compared with the Xinning Pill (20 mg-kg™").
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Table 2 Effect of Xinning Pill on the levels of blood lipids

Groups TG(mmol/L) TC(mmol/L) LDL(mmol/L)

Control 0.18+ 0.08 0.97+ 0.29 0.38+ 0.17

Diabetes 1.39+ 0.38% 3.75+ 0.41% 1.43+ 0.31%
Xinning Pill (10 mg-kg") 112+ 0.26 3.07+ 0.29% 1.07+ 037+

Xinning Pill (20 mg-kg") 0.83+ 0.33%x& 2.65% 0.33%xe 0.82+ 0.34%x¢

Xinning Pill (30 mg-kg") 0.77+ 0.29%*: 1.82+ 0.27%*: ¢ 0.62+ 0.25%*

Note: TG: Triglyceride; TC: Total cholesterol; LDL: Low-density lipoprotein. #P<0.01, Compared with the control group; *P<0.05, **P<0.01, compared
with the diabetes group; “P<0.05, ““P<0.01, compared with the Xinning Pill (10 mg-kg™") ; * P<0.05, * * P<0.01, compared with the Xinning Pill (20 mg-kg™).
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Fig.1 Xinning Pill protected myocardial ischemia reperfusion injury in diabetic mice
Note: A. Myocardial infarct area. B. CK-MB levels in heart. C. MDA levels in heart. D. LDH levels in heart. “P<0.01 vs sham, *P<0.05, **P<0.01 vs I/R,
&&P<0.01 vs Xinning Pill (10 mg-kg™), * P<0.05, * * P<0.01 vs Xinning Pill (20 mg-kg™").
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Fig.2 Xinning Pill protected heart through AMPK pathway
Note: A. Effect of Xinning Pill on AMPK phosphorylation. B. AMPK was inhibited by Compound C, and LDH was tested. “P<0.01 vs sham, **P<0.01 vs
I/R, #P<0.01 vs Xinning Pill (10 mg-kg"), ** P<0.01 vs Xinning Pill (20 mg-kg™"). ¥P<0.01, vs Xinning Pill group.
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